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CI.: A61k 27/00 A231 1/22 A231 1/28; Inventor(s): Hiroshi Yoshino et al.; Assignee: 
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Detailed Description of the Invention 

This invention is a method for eliminating bitterness of a pharmaceutical by 
adding uridylic acid (henceforth referred to as UMP) or cytidylic acid (henceforth referred 
to as CMP) and salts thereof (henceforth referred to as UMP-2Na and CMP-2Na) alone or 
by a mixture of two or more these compounds and bringing them into contact with it. 

More specifically, pharmaceuticals that contain bitterness, mainly a crude drugs 
and organic chemical agents are formulated and processed or immediately before they are 
dosed, UMP or CMP and UMP-2Na or CMP-2Na are added to the pharmaceuticals alone 
or by a mixture of two or more compounds and then evenly mixed. 

The crude drugs used for the invention refer to natural pharmaceuticals whose 
biochemical properties and pharmaceutical effect are studied, among Japanese and 
Chinese medicines and chemical agents including folk medicine used worldwide for a 
long period of time. 

Organic chemical agents refer to organo-chamically synthesized pharmaceuticals. 
Many of these pharmaceuticals contain bitterness. Due to the bitterness, they are not 
easily dosed. For example, the following crude drugs are given: senburi (Japanese green 
gentian); gentiana; rindo (gentian); hydrochloric quinine; oren (goldthread); kina 
(cinchona); tohi (orange peel); kyonin (apricot stone); daio (rhubarb root); kamitsure 
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(chamomile); nigaki; tokon (ipecac); mao (mahuang). These are the following products of 
the organic chemical agents: Barubitaru (C8H1203Na); Anti-pyrine (CllH120na); 
Akurinamin (C23H30ON3C12Hcl-2H2O); Acrynol (C18H2104N3); Aminofirin 
(composed of a 2.8 to 14.1% ethylene diamine and a 78 to 83.5% raofirin); Prabitaru 
(composed of two molecules of amino pyrine and one molecule of berubitaru); kontoru 
(chlordifuzeperoxide); Finaline. 

It has been an issue for a long time how to easily take pharmaceuticals that 
contain bitterness. 

In order to eliminate the bitterness, the inventors studied in various ways. As a 
resuh, the inventors have found that the bitterness of these pharmaceuticals is eliminated 
or reduced by adding or contacting CMP or CMP-2Na or UMP or UMP-2Na or the 
mixture thereof to them. The present invention is finally attained as described above. 

When the invention is carried out, these components can be added to the 
pharmaceuticals in the form of a formulated powder or to the pharmaceuticals 
immediately before they are dosed. These components can be also added to crude drugs 
when they are boiled or immediately before they are dosed after the boiling. The 
invention is described hereinbelow using the embodiments. 

Embodiment 1 
About crude drugs 

After each crude drug at an amount for a one-day dose (Please see the detail 
description below) has been boiled by a heating means adding water at 600 'ml, it is 
cooled to a normal temperature. CMP-2Na and UMP-2Na alone or a 1:1 ratio mixture 
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thereof are added to the supernatant at the following ratios at 0.1%, 0.2% and 0.3%. After 
sufficiently mixing the components, the bitterness of each testing solution is judged. 

The measuring standard is defined as below: 
++++ . . . Extremely bitter 
+++ Very bitter 

++ Bitter ~ — 

±,; Slightly bitter 

.Not bitter ~ 



The results of the bitterness evaluation are indicated in Table 1 . 



Table 1 



Name of 
pharmaceuticals 


Adding 
concentration 


Control group 


CMP-2Na group 


UMP-2Na group 


CMP-2Na 
UMP-2Na=l:l 


senburi 


(Please refer to 
the original 
descriptions) 










rindo 












toh\ 












kamitsure 












Gentiana 













The amount of each crude drug dosed per day is defined as below: 

senburL. 0.15 g/day 

rindo 0.60 g/day 

tohi 3.00 g/day 

kamitsure 15.00 g/day 

Gentiana 0.50 g/day 



Embodiment 2 
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About organic chemical agents 

After distilled water at 300 ml has been added to and dissolved in each organic 
chemical agent at an amount for a one-day dose (Please see the detail description), a 
uniform solution is obtained. CMP-2Na and UMP-2Na alone or a 1:1 ratio mixture 
thereof are added to the solution at the following ratios at 0.1%, 0.2% and 0.3% so as to 



evaluate the bitterness. The same evaluation symbols as those as in Embodiment 1 are 
used. 

The results of the bitterness evaluation are indicated in Table 2. 



Table 2 



Name of 
pharmaceuticals 


Adding 
concentration 


Control group 


CMP-2Na group 


UMP-2Na group 


CMP-2Na 
UMP-2Na-l:l 


Anti-pyrine 


(Please refer to 
the original 
descriptions) 










Barubitaru 












Aminofilin 












Pirabitaru 












Control 












Fainalin 













The amount of each crude drug dosed per day is defined as below: 

Anti-pyrine 0.6 g/day 

Barubitaru 0.6 g/day 

Aminofilin 0.6 g/day 

Pirabitaru 0.6 g/day 

Control 0.03 g/day 

Finalin 0.12 g/day 
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As described above, the amount of uridylic acid or cytidylic acid and salts thereof 
alone or by a mixture of two or more these compounds added to the chemical solution 
prepared by adding water at 600 ml to each crude drug at the one day dose amount or the 
chemical solution prepared by adding water at 300 ml to each organic chemical agent at 
the one day dose amount is preferably 0.2% or greater. 

The embodiments are described heareinbelow. 

Embodiment 1 

Dry senburi at 100 g is pulverized to obtain 80 meshes. A CMP-2Na powder at 
800 g is added to the pulverized dry senburi. The powders are sufficiently mixed together. 
After water at 600 ml has been added to the senburi powder at 0.1 5 g/day, the water with 
the senburi powder is heated and boiled. When the boiled solution is dosed, the bitterness 
is low. 

Embodiment 2 

Dry gentiana at 100 g is pulverized to obtain 80 meshes. A CMP-2Na powder at 
240 g is added to the pulverized dry gentiana. The powders are sufficiently mixed 
together. After water at 600 ml has been added to the gentiana powder at 0.5 g/day, the 
water with the gentiana powder is heated and boiled. When the boiled solution is dosed, 
the bitterness is low. 

Embodiment 3 
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A UMP-2Na at 66 g and CMP-2Na at 66 g are added to an anti-pyrine powder at 
100 g. The powders are sufficiently mixed together. After distilled water at 300 ml has 
been added to anti-pyrine at 0.6 g/day, anti-pyrine is sufficiently dissolved. When the 
anti-pyrine solution is dosed, the bitterness is low. 



Embodiment 4 

A CMP-2Na powder at 132 g is added to a Barubitaru powder at 100 g. The 
powders are sufficiently mixed together. After distilled water at 300 ml has been added to 
the Barubitaru powder at 0.6 g/day, the powder is sufficiently dissolved. When the 
Barubitaru solution is dosed, the bitterness is low. 

Claim 

A method for eliminating bitterness of a pharmaceutical by adding uridylic acid or 
cytidylic acid and salts thereof alone or by a mixture of two or more these compounds and 
bringing them into contact with it. 

U.S. Patent and Trademark Office 

Translations Branch 

4/29/03 

Chisato Morohashi 
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